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INTRODUCTION

Maria Alexander-Bridges, M.D. Ph.D.,
and Loretta L. Doan, Ph.D.

Primary Goal

Our goal is to ensure that clinical research supporting 1) the
safety and efficacy of products for labeling purposes and
2) the validity of biomarkers commonly used to assess
risk and to design therapeutic strategies is based on data
sufficient for statistical power and derived from diverse
subpopulations.

It is widely recognized that data supporting therapeutic
options for women and minorities have been deficient
because these groups were not previously included in clinical
trials. Although the combined efforts of Congress, the Office
of Women’s Health at the Food and Drug Administration
(FDA), and the Office of Research on Women’s Health at
the National Institutes of Health (NIH) have been quite
successful in reversing the shortage of data to support
therapeutic options for women, the problem of obtaining
data with adequate statistical power across race, ethnicity,
and socioeconomic groups has yet to be broadly addressed.

In the academic setting, where NIH and certain independent
research foundationshave targeted funding to ensure minority
participation in large, multi-center trials, investigators have
attained and even surpassed their recruitment goals. In the
process, thoughtful communications strategies and best
practices for surmounting common impediments to minority
participation have evolved. Unfortunately, sufficient funds
for the public relations efforts required to ensure inclusion
are not uniformly available to individual investigators as
they undertake each new trial. This makes it important to
identify and remove the infrastructural barriers that impede
participation of diverse volunteers in trials led by academic
and commercial entities.

Our work has led us to conclude that the consistent
recruitment of large numbers of minority and economically
disadvantaged research volunteers will require new initiatives.
In particular, we think it will be important to facilitate
collaboration between the diverse group of community-
based physicians who serve underrepresented populations
and the physician-scientists who have traditionally performed
clinical trials on behalf of academic and pharmaceutical

entities. We base this conclusion on research that reviewed
the decision-making process of 70,000 research volunteers
and showed that minority volunteers are just as likely as
majority volunteers to participate in clinical trials when
approached by their own physicians. Restated, this study
dispelled the prevailing myth that minority volunteers fail to
participate in trials because they harbor distrust of research
and researchers; instead the limiting factor appears to be
whether minority patients are asked to participate. Further,
inasmuch as minority patients often choose physicians from
their own racial and ethnic background, lack of access to
clinical trials for the minority physician would translate into
lack of access for the minority patient.

The insight that access might be the limiting factor deter-
mining participation rates has led Ken Getz and Alfonso
Alanis, two members of the Society’s task force, to assess
the degree to which minority physicians themselves have
access to, and participate in, clinical trials. This is an im-
portant question because of the essential difference between
the recruitment methods of academic investigators—who
recruit individual patients—and those of investigators at
pharmaceutical companies/contract research organizations
(CROs) who recruit research “sites” consisting of one or
more physicians and their patients. The critical tactic in the
pharmaceutical setting, where new therapeutics are being
developed, is to ensure that minority physicians in practice
are being asked to participate in industry-sponsored trials
by either the sponsoring pharmaceutical companies or the
CROs that assist in recruiting research sites. Accordingly,
we conclude that pharmaceutical companies and CROs
will have more success recruiting diverse populations to
their clinical trials if they first attack the infrastructural im-
pediments, namely the lack of diverse physicians in their
pool of investigators. Once clinical sites that serve diverse
patients are identified, it will also be easier to undertake
appropriate education efforts on behalf of patients at these
sites and start to address the barriers that discourage indi-
vidual volunteers from participating in trials performed at
these sites when asked to do so.

Further, we suggest that academic institutions would do
well to study and possibly adopt the mechanisms used by
pharmaceutical companies to recruit patients. For example,
developing contract research organizations that specialize in
providing ready access to diverse sites may, in the long term,
benefit academic institutions doing NIH-funded research as
well as corporate entities. Such an approach would reduce
the need to implement expensive and time-consuming
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efforts to diversify each new NIH trial. We therefore suggest
all agencies that fund/implement clinical research—NIH,
foundations, pharmaceutical companies, and medical
centers—would benefit from working together to build a
network of diverse, community-based practitioners who
can participate in clinical trials. This would require work
on the pipeline to increase the number of diverse students,
fellows, and faculty willing to become clinical investigators,
as well as outreach to the community to identify diverse
practitioners who would be willing to receive training in the
implementation of good clinical research practices.

Over the long term, there is little doubt that the nationwide
effort required to attain the aforementioned goals will occur.
The emerging field of pharmacogenomics will provide insight
into the genetic differences that underlie disparate responses
to therapeutic agents in individual patients. As we gain a better
understanding of the genetic variations that affect specific
disease genes and the metabolism of therapeutic compounds,
the differences that distinguish racial groups will become
clearer. It is possible that the need for statistically powerful
clinical trials on distinct subpopulations may diminish with
time. However, in the near future, easy access to minority
populations will be essential to validate hypotheses derived
from these pharmacogenomic studies. The full benefits of
pharmacogenomics will only be evident in the distant future,
and until then we have a responsibility to ensure the safety and
efficacy of current products, and products in development,
for all our citizens. We therefore conclude that increasing
minority subpopulation inclusion in clinical research must
remain a primary goal in the immediate future. As forward-
looking pharmaceutical companies incorporate “personalized
medicine” or “mass personalization” of medicine into their
strategies for drug development and validation, CROs that
can provide diverse clinical sites will command a significant
competitive advantage. As the viability of CROs begins to
depend on their ability to provide diverse sites, they will find
the resources to do so.

We understand that significant change in our way of
organizing clinical trials will only come at great expense
and with consistent effort over several years. Creating
change will require interventions at multiple levels that
no company or agency could be expected to undertake
alone. Consequently, we recommend that NIH, FDA,
or an independent group organize a forum in which
government agencies, pharmaceutical companies,
academia, and patient interest groups convene to think

through the objectives, expectations, and structure for
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overseeing the implementation of infrastructural changes
needed to support the inclusion of broad patient bases in
clinical research efforts. Only with such a process will it be
possible for all the diverse subpopulations in these United
States to benefit from current and future advances.

In the meantime, we believe that Congress and regulatory
agencies such as the FDA will need to increase their
efforts to ensure that new product labeling is supported
by safety and efficacy studies that include all relevant
subpopulations.

In the final section of this white paper (beginning on
page 26), we outline the Society’s full set of detailed rec-
ommendations—both short- and long-term—for attain-
ing these goals. We briefly summarize only a subset of
those recommendations here:

All stakeholder groups should:
e Darticipate in a series of summits to establish firm
priorities, procedures, and timelines.

Congtess should:
e Dass legislation requiring inclusion of minorities in
clinical trials for FDA approval of drugs.
e Establish and/or empower an Office of Minority
Health within the FDA.

FDA should:
e Adopt NIH guidelines on the inclusion of women
and minority populations.
e Require rather than recommend adherence to its
guidelines.

NIH and academic institutions should:
e Establish and maintain an infrastructure of minority
physician and patient volunteers.
e Establish training and/or mentorship programs for
community-based physicians.
e Provide annual training in Good Clinical Research
Practices and Cultural Competencies.

Each stakeholder group approaches the problem from its
own perspective, and these different views are represented
independently in the four sections immediately following this
introduction. Because each viewpoint is unique, so are the
recommendations and best practices presented in each of the
four sections. The recommendations presented in the final
section were reached by consensus among all members of the
writing group and represent The Endocrine Society’s official
recommendations for addressing the problem at hand.



Minority Participation in
Clinical Trials: An Elusive Goal

Perspectives from the
Pharmaceutical Companies and
Contract Research Organizations’
Point of View

Alfonso J. Alanis, M.D.” and Ken Getz, M.S., M.B.A. ¥

Representation of Ethnic Minorities in

Clinical Trials

* For many years, ethnic minorities have been and
continue to be significantly under-represented in
clinical trials and little has been done to change this.

Health care inequalities that disproportionately affect
ethnic minority groups have been recognized for many
decades. Congruently, the under-representation of
ethnic minority groups in clinical research has been,
and continues to be, a major component of health
care deficiencies in the United States. The under-
representation of minorities occurs in all types of
clinical research and all therapeutic areas, including
those diseases that predominantly affect ethnic
minorities. Regrettably, little progress has been made
toward including minorities in clinical research and
the key parties involved in planning and conducting
clinical trials (investigators, sponsors, and regulators),
have not yet given full priority to inclusion.

Upon directives in legislation passed by Congress
in the early 1990s, the National Institutes of Health
(NIH) instituted policies aimed at increasing the
representation of minority populations in clinical trials
funded by the agency. NIH’s policy and guidelines are
described in a separate section of this document and are
a good example of how change can be implemented.

* The United States’ minority populations, who carry
an increased burden of disease, will be the majority
in 2050.

According to the most recent update to the 2000 U.S.
Census via the “2005 American Community Survey,”

T Chairman and Chief Executive Officer, Anaclim, LLC

¥ Senior Research Fellow, Center for the Study of Drug Development,
Tufts University

ethnic minorities comprise 37.5% of the general
population of the United States, and Hispanics have
become the largest ethnic minority group, accounting
for 14.5% of the general population followed by
African Americans at 12.1%, Asians at 4.3%, and

Native Americans at 0.9% of the population.

Inaddition, projectionsof new birthsand immigration
predict that as an aggregate, ethnic minority groups
will make up 51% of the entire U.S. population by
2050. Hispanics and Asian groups, in particular, will
double their representation in the general population
between 2000 and 2050.

Under-representation of minorities in clinical
research means treated populations may have
been under-studied or never studied.

When clinical trial data are generated on diseases
that particularly affect minority populations, the
data are not necessarily applicable to all the key
ethnic minorities who suffer a higher burden of
these diseases if these minorities have been under-
represented or not included in the studies. In many
instances, diagnostic and therapeutic decisions that
affect patients’ well-being and health outcomes are
based on data gathered in populations of patients
not representative of the patients who will bear the

consequences of these decisions.

Many barriers to the participation of minorities
in clinical trials have been studied and recognized
in the past.

Many studies have tried to understand the reasons
that minorities are under-represented in clinical
studies and there appear to be multiple barriers
to participation. The most important relates to
the fact that some minorities may have greater
distrust of the medical system. This lack of trust is
particularly important for African American patients
and is rooted in the legacy of the Tuskegee Syphilis
studies conducted by the U.S. Public Health Service
from 1932 to 1972. In those studies, nearly 400
patients with syphilis were deprived of appropriate
therapy and were simply “observed” over a period
of nearly 40 years to “better understand the natural
history of the disease.” Lack of trust is also an issue
with Hispanic patients who remember the oral
contraceptive studies done with Hispanic women in
the 1960s. Researchers did not provide patients with

Increasing Minority Participation in Clinical Research
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Table I: Consent Rate by Ethnicity/Race in
More Than 90,000 Patients Offered Enrollment in 20 Studies’

Non-Hispanic African- Hispanic All
White American p Minorities
Type of Study Offered | Consent| Offered | Consent| Offered | Consent| Offered | Consent
Analyzed Enrollment | Rate | Enrollment | Rate |[Enrollment| Rate |Enrollment| Rate
Interviews and
interventimedl isagy| 6724 | 418% | 1604 | 453% 555 559% | 2,159 | 48.0%
=0 gic?ilgge(%e"ti°" 7,756 47.8% NA NA NA NA 398 65.8%
Subtotal: 14,218 15,052
TOTAL: 61,193 | 74.4% 29,668 | 81.4%

"Modified from Wendler D, Kington R, Madans J, et al (2006): Are racial and ethnic minorities less willing to participate

in health research? PLoS Med 3(2) €19: 201-210.

That minorities are willing to participate in biomedical studies is contrary to “common wisdom” and “general knowledge” in medi-
cal research. The Wendler study is important because it demonstrates that despite multiple recognized and legitimate obstacles to
participation in clinical studies, minority people are indeed willing to participate in clinical studies when they are offered honest
information and enrollment.

appropriate information about the study, nor did they
obtain informed consent.

Other recognized barriers can be cultural or religious
in nature or can be related to the patient’s inability to
communicate in English. Studies with non-English-
speaking participants require all patient documents
related to study be translated; in many cases this may
require “live” translation during the medical visits.

Finally, there are social and economic barriers such as
the need for transportation, the need for child care dur-
ing the visits, or the inability or fear of many patients
regarding the loss of wages due to their participation in
the clinical study. Different communities weigh these
barriers differently. The barriers can be overcome, how-
ever, if the researchers are knowledgeable and display
tact and cultural sensitivity.

* Lack of access, rather than unwillingness to partici-
pate, seems to be the primary barrier to minority par-
ticipation.

Ethnic minorities are not being invited to participate
in clinical trials even when the diseases being studied
predominantly affect the minority population. And, it
is true that many other barriers play a role in the final
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decision of minority patients to participate in studies.
The problem, however, is not willingness on the part of
minorities. In fact some recent studies have found that
minority patients are just as willing to participate in
biomedical research studies as the majority population.
Twenty published articles on the consent rate by race
or ethnicity, and involving more than 90,000 patients,
were examined by investigators from the NIH in col-
laboration with the CDC, Yale University, and Emory
University (Wendler et al. 2006). Eighteen of these
studies were conducted exclusively or predominately
in the United States (n = ~89,000 patients), and two
AIDS trials were conducted in Europe, Australia, and
New Zealand (n = 447 patients).

Included in this analysis were 3 non-interventional
studies (simple interview or questionnaire), 10 clinical
interventional studies, and 7 surgical intervention
trials (Table I). In the interventional studies, African
American and Hispanic patients were consistently as
willing—if not even more so—as non-Hispanic white
patients to participate in biomedical studies. In fact, for
non-interventional and clinical interventional trials,
African Americans were as willing as non-Hispanic

whites to consent for participation, and Hispanics



exhibited a statistically significantly higher consent
rate than the other two subgroups.

In summary, members of minority populations
will participate when invited and will stay engaged
in studies when the barriers to their participation
are appropriately addressed.

Therefore, the appropriate participation of ethnic
minorities in biomedical research studies is quite
possible and is, first and foremost, an issue of access,
whereas all other well-recognized and legitimate
barriers remain secondary obstacles that must be
managed in the design and implementation of
clinical studies. Achieving optimal participation and
enrollment first requires acknowledgment of the
barriers, and second, requires managing the obstacles
that many minorities face while trying to decide
whether to participate in clinical trials.

Unfortunately all the evidence indicates that
minorities are not being given access to these studies.
It appears that simply citing the well-recognized
barriers to minority participation in clinical research
studies has become a “reasonable and acceptable”
way for investigators, sponsors, and regulators to
rationalize and justify the lack of minority inclusion
in biomedical research studies.

their own ethnicity. This is especially true of primary
care physicians and internists who handle the essential
health care needs of communities.

Unfortunately, minority investigators are very
poorly represented in clinical trials in the United
States today.

Two major factors appear to influence the participa-
tion of minority practitioners as investigators in bio-
medical research studies: first, a limited pipeline and
second, a lack of access for those minority physicians
who are in practice and are interested in participating
in clinical research.

According to the Association of American Medical
Colleges, African Americans, Hispanics/Latinos, and
Native Americans combined make up only 6.4% of all
physicians graduating from allopathic medical schools
in the last few years, whereas Asians alone represent
5.7%. This is in spite of significant efforts by the aca-
demic community to attract larger numbers of qualified
minority students to apply to medical school.

Very little data exist regarding the participation of es-
tablished minority physicians as investigators in clinical
trials. However, in one never-published, small survey
of clinical investigators done by the National Medical
Association several years ago (Powell, J; personal com-

Disparities in Participation by Investigatorsand their munication), it was found that African American and

Impact on Participation by Minority Volunteers Hispanic investigators constituted about 5% of the

« Minority patients are more likely to participate in total pool of investigators despite the fact that these
clinical tr? als if asked by their ov}:m P[l)l sicia[;s two ethnic groups represented more than 25% of the
y Y ) general population at the time.

A recent study from the Tuskegee Legacy Project ) . .
M o . Established practicing physicians, even when well
assessed the likelihood of ethnic minority patients ) i s ) o
. o - trained, experience two major impediments to partici-
to participate in clinical research. In addition to Lo k x i
. . L . pating in clinical research. First, clinical research requires
confirming that ethnic minority candidates are

. .. . .. . an infrastructure including, among other things, staff
willing to participate in clinical trials, they also

. . . . support such as research coordinators, as well as special
found that patients are more likely to participate if ; - i
. . . . equipment and additional refrigerated storage space. If
their own primary or specialty physicians have asked

. . these investigators are not provided opportunity to reg-
them to consider participation. & P PP ty g

ularly participate in clinical trials, they can ill afford to

* Minority physicians often return to their communities; build and maintain the required infrastructure in their

minority patients in those communities are more likely practices. Due to their tight timetables, pharmaceuti-

to choose physicians of their own ethnicity. cal companies and CROs only recruit physicians with a

Studies have shown that minority physicians are three track record of clinical research. Therefore, physicians

. . L ith an interest in clinical research ith licd
to four times more likely to practice in areas where with an interest in clinical research, but with lirdle

they can serve members of their own ethnic group experience, lack the opportunities to participate in

enough clinical trials to maintain the infrastructure

and that patients consistently choose physicians of
that they have worked so hard to build.
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This results in minority physicians being under-
represented in clinical research and, as a consequence,
their patients, many of whom belong to ethnic
minority groups, are also under-represented.

Minority physicians who have access to minority
patients can be an important source of ethnic
minority volunteers for clinical trials.

As stated above, minority physicians practicing
in the communities and neighborhoods where
ethnic minorities live rapidly gain the trust of these
communities and easily “bond” with their patients,
who tend to trust their doctors and will likely follow
their advice. If these practicing physicians, who are
beyond their formal training period, were instructed
in the Principles of Clinical Research and Good
Clinical Practice, they could become well-qualified
investigators and an important source of ethnic
minority patients for clinical trials.

The Role of the Pharmaceutical Industry and
Contract Research Organizations (CROs) in the
Inclusion of Ethnic Minorities in Clinical Trials

* The vast majority of clinical trials testing novel
therapies for medical illnesses are sponsored by
pharmaceutical, biotechnology, and medical-de-
vice companies.

Clinical trials can be sponsored by different types of
institutions (individual doctors, medical institutions,
universities, foundations, voluntary groups, NGOs,
insurance companies, or federal agencies such as the
National Institutes of Health). However, most of
the clinical trials aimed at researching new medical
treatments are sponsored by the pharmaceutical, the
biotechnology, or the medical-devices industries.
Academic institutions and federal agencies comprise
the other large group of institutions that sponsor
such studies.

It is important to note that academic institutions and
pharmaceutical companies recruit patients in different
ways. Academic institutions with clinical researchers
on faculty recruit individual patients into individual
trials. In contrast, the pharmaceutical industry relies
on the recruitment of research sites, which means
that physicians in practice are recruited to participate
in a research protocol and these physicians recruit
patients from their own patient base to participate
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in the trial. Companies often, but not always, enlist
a Contract Research Organization (CRO) to oversee
the recruitment and activities of clinical study sites. In
some cases the CRO will help identify sites. In order
to create change in minority participation in academia
the investigator leading the trial must increase efforts
to identify and recruit minority patients. At the level
of the pharmaceutical company, where most of the
trials that lead to drug approval are done, efforts must
be made to recruit diverse research “sites,” that i,
diverse physician practices that serve diverse patients.
Inasmuch as diverse patients seek physicians from a
similar background, it will be necessary to identify
and recruit sites run by minority physicians and/
or physicians in diverse communities to increase

participation of minority volunteers in clinical trials.

* The limited patent life of new products and the
long development cycle time puts pressure on
pharmaceutical companies to deliver their new
products as soon as possible.

The key priority for pharmaceutical companies is to
develop their new products as fast as they can while
focusing on the quality of the data generated in their
clinical trials. The financial pressure to meet the speed
and quality objectives of pharmaceutical companies
has left litde time for CROs to focus on anything else,
including the appropriate inclusion of ethnic minority
patients into their clinical research studies.

¢ The inclusion of ethnic minorities as clinical trial
participants adds complexity and cost.

The added complexity of recruiting minority physi-
cians and volunteers has traditionally translated into
time delays for the entire project and this added cost
increases an already large investment. There is no
question, however, that the experienced investiga-
tor can plan ahead, accommodate these additional
needs, and manage them effectively.

Although anecdotal accounts suggest that overruns
for enrolling minorities can be 20% to 30% of the
total study budget, this is not typically the case.
These costs can add up to 10% or 15% of the total
budget, however, when there are needs for such
extras as translation services, transportation to and
from the investigator’s office, payment for nursing
care, or restitution of lost wages.



In summary, to successfully enroll and retain ethnic
minority patients in clinical trials, there is a need
not only for additional effort on the part of the
investigators but also for additions to the budget.
In many cases, adding these elements to an existing
clinical plan can be perceived as potentially delaying
full enrollment of the study and ultimate approval of
a new drug. Taken together, these issues lead us to
believe thatitisimportant to change the infrastructure
to focus on developing a clinical research base of
physicians who serve urban areas who will be ready
and willing to participate in clinical trials.

There is no dear-cut regulatory mandate for inclusion.

As of today, May 2007, the United States Food and
Drug Administration (FDA) has chosen not to make
it mandacory for pharmaceutical, biotechnology,
and medical-device companies to include ethnic
minorities in their registration or pharmacovigilance
clinical trials. In fact, the only guidance from the
FDA is titled “Collection of Race and Ethnicity Data
in Clinical Trials” and it focuses on the logistics of
reporting race and ethnicity data in clinical trials and
not on the appropriate inclusion of minorities.

Site recruitment has been a matter of convenience.

In the rush to recruit investigative sites for their clini-
cal trials, pharmaceutical companies turn to the most
convenient and accessible methods to identify can-
didates. Minority-based investigative sites have not
been well represented in the internal and commer-
cial resources (e.g., directories and databases) used by
pharmaceutical companies during the site-selection

process.
* Why have CROs not addressed this issue?

CROs oversee the conduct of clinical trials and as
such might be expected to indicate when minority
inclusion is especially important. However, CROs
cater their services to the demands of their customers
and they try to focus on meeting the needs and
expectations of these customers—the pharmaceutical,
biotechnology, and medical-device companies. As a
result, “traditional” CROs have not developed the
expertise to include ethnic minorities in clinical
research and they are unlikely to do this any time
soon. After all, as with the pharmaceutical companies,
their focus has been and continues to be on the speed

and quality of clinical trial implementation.

Unless mandated by the regulatory authorities, CROs
are even less likely than pharmaceutical companies
to make changes in this area. CROs do not regard
including ethnic minorities in clinical research as an
inherently high priority. Even if eventually forced to
do so, many CROs will find it a struggle to achieve
minority inclusion because they do not understand
the associated complexities and costs, nor have they
cultivated the relationships needed to gain access to
ethnic minority patients and physicians.

* What is the likelihood that the requirements for

inclusion will change?

That inclusion of diverse subpopulations is essential is
very likely to become evident, as we continue to gain
a better understanding of how drugs are managed
differently by different body systems, resulting in
differences in the efficacy and the safety profiles of
these drugs in different subpopulations.

The concept of differences in response among ethnic
groups is relatively new. In the 1980s, it was discovered
that ethanol is metabolized differently in about 50%
of Asian patients due to the presence of an inactive
variant of an enzyme that metabolizes alcohol. When
they consume alcohol, individuals with the inactive
enzyme experience a “dysphoric reaction” character-
ized by flushing of the facial skin, tachycardia, and
increased skin temperature. This unpleasant reaction
has been cited as a reason for the lower incidence of
alcohol abuse in the population expressing the vari-
ant enzyme. More recently, this same enzyme has
been found also to help activate nitroglycerin, which
is commonly used to treat heart-attack patients. The
same inactive enzyme, then, would decrease the effi-
cacy of nitroglycerin treatment. This means that about
50% of Asian patients treated with this drug might

not respond to it during an acute coronary attack.

Similarly, aspirin has been found to have different
protective effects in men and women. More recently, a
new drug developed for the treatment of lung cancer,
Iressa, was found to induce pulmonary fibrosis at a
higher rate in Japanese patients than in non-Japanese
Americans (2% vs. 0.3%).

Two years ago, the FDA broke new ground by
approving the first drug with race-specific indications.

Increasing Minority Participation in Clinical Research
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The cardiovascular drug BiDil" combines two well
known vasodilating cardiovascular drugs (isosorbide
dinitrate and hydralazine hydrochloride) for the
treatment of advanced congestive heart failure
specifically in black patients. The approval results
from findings that although the combination confers
benefits to black patients, it has not been particularly
beneficial for the treatment of the same condition in
other ethnic groups.

It is clear from these recent advances that the medical
community is learning to recognize different levels
of efficacy and safety of drugs in different ethnic
groups.

Recent advances notwithstanding, the FDA does a
poor job of requiring and classifying race information
in clinical trials.

The FDA does not require inclusion of representa-
tive minority populations in clinical trials and has
even failed to enforce and implement its own exist-
ing regulations. Current regulations merely make it
mandatory to report the ethnicity of patients in all
clinical trials submitted for registration approval of
new medical treatments. As a result of poor regula-
tions and even poorer enforcement, nearly half of all
trials accepted for review by the FDA today do not
contain any information on the ethnicity of the pa-
tients studied.

In the new age of medicine we seck to “personal-
ize” the development of new treatments so that new
therapies can be targeted to “the right patient at the
right time,” thus maximizing efficacy while minimiz-
ing toxicity. For this goal to be realized, it will be
even more critical to collect data on the responses of
all racial and ethnic groups to new drugs. This is a
conclusion that is slowly being reached by the medi-
cal community.

It appears that pharmaceutical companies, regulators,
and many academic institutions are increasingly rec-
ognizing that it makes little sense to conduct a clinical
research study among patients who are different from
those who will actually be treated with the technologies
they seck to develop. Scientifically, it makes no sense to
develop new treatments among populations of patients
who are different from those who will be using them.
If the future of clinical research is to include enhancing
the scientific value of the observations made, investiga-
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tors will need to include members of racial and ethnic
minorities while developing new treatments for diseases
that disproportionately affect those groups.

Recommendations from the Pharmaceutical Com-

pany/CRO Perspective

* Those responsible for designing, sponsoring, and im-

plementing biomedical studies involving human be-
ings should always report what proportion of the pa-
tients included in studies were enrolled in the United
States and what proportion were enrolled abroad.

Similarly, all clinical biomedical study reports should
consistently present demographic data on the number
of patients invited to participate, the number of screen
failures, and the number of people who consented
and were enrolled. These demographic data should
include an analysis of the total number of patients
participating, and a breakdown of participants by
race/ethnic group.

¢ All biomedical studies conducted among humans in

the United States should provide a detailed report
of the enrolled patients, including an analysis of
the patient population by ethnicity, including the
five major ethnic groups in the United States (non-
Hispanic white, African American, Hispanic, Asian,
and Native American).

As an adjunct to Good Clinical Practice, the design
and implementation of biomedical studies in humans
should endeavor to match the ethnicity and race of
the populations targeted for treatment, based upon
the demographics of the disease under study.

Whenever possible, enrollment in biomedical studies
should take into account the enrollment size of racial/
ethnic subpopulations of patients so that powered
conclusions can be obtained via subpopulation
statistical analysis.

Safety and efficacy analyses of any new medical treat-
ment, medication, medical device, or medical or sur-
gical intervention should always include subpopula-
tion analyses by race and ethnicity.

The FDA should enforce existing policies that make
the reporting of ethnicity of patient populations in
clinical trials mandatory in all clinical trials intended
for registration of new treatments. In addition, the
FDA should consider issuing additional regulations
that make it mandatory for all sponsors of clinical



trials submitted for new registration approval or for
safety and efficacy monitoring, to include in these
trials members of ethnic minorities in a proportion
that matches the epidemiology of the disease studied.

* Government incentives should be considered for
industry to adopt the practice of including ethnic
minority patients in clinical trials. Such incentives
should be proportional to the additional effort and
expenditure incurred by industry and could be given
in the form of patent extensions.

* Medical colleges in the United States should redou-
ble efforts to increase the enrollment of all under-
represented ethnic minorities. In addition, medical
schools should continue to improve on the teaching
of Good Clinical Practice® as part of their curricula.
The only long-term solution to the under-represen-
tation of ethnic minority patients in clinical research
and the paucity of minority physicians in biomedical
research is to properly attract and educate more mi-
nority investigators.

* Government and industry sponsors of clinical trials
should increase their efforts to effectively train, recrui,
and retain community-based minority investigators.
Access to clinical trials can best be offered to minority
patients through practicing minority physicians in
community-based settings. It is essential that this
group of physicians have the necessary support to
engage in conducting clinical research studies.

e All those involved with the solicitation, the review,
and the acceptance of any manuscript reporting the
results of such biomedical studies that involve human
beings, including publishers, editorial boards, journal
reviewers, government and regulatory agencies,
reimbursement bodies, grant approval and renewal
bodies, academic institutions, insurance agencies,
and the like should reject any study data that do not
include a concise and transparent report and analysis
of ethnic subpopulations.

Notes

“Cardiovascular diseases that disproportionately afflict
minorities are hypertension, stroke, congestive heart failure,
and acute coronary disease; metabolic and endocrinology
diseases are type II diabetes and respiratory diseases such

as asthma; cancers are colorectal, prostate, and cervical;

neuropsychiatric disorders are Alzheimer’s, depression,

and acute psychosis; infectious diseases occurring at higher
rates are AIDS and HPV.

bThe Office of Management and Budget (OMB) adopted a
set of standards in 1977, titled “Directive No. 15, Race and
Ethnic Standards for Federal Statistics and Administrative
Reporting,” to standardize classifications for record
keeping, collection, and presentation of data on race and
ethnicity in federal program administrative reporting
and statistical activities (http://wonder.cde.gov/wonder/
help/populations/bridged-race/Directivel 5.html).  The
standards were revised in 1997, defining five minimum
data categories for race: American Indian or Alaska Native,
Asian, black or African American, Native Hawaiian or
Other Pacific Islander, and white. Two data categories
were defined for ethnicity: “Hispanic or Latino” and “Not
Hispanic or Latino.” The directive notes that “the racial
and ethnic categories set forth in the standards should not
be interpreted as being primarily biological or genetic in
reference. Race and ethnicity may be thought of in terms
of social and cultural characteristics as well as ancestry.”
(htep:/ fwww.whitehouse.gov/omb/fedreg/1997standards.
html). The Directive does not define how race or ethnicity
is determined. Categorization most likely falls to self-
description by subjects. Other shortfalls in the use of the
terms for race and ethnicity are described by the American
Anthropological Association (http://www.aaanet.org/gvt/
ombdraft.htm). Nevertheless, these categories have been
used in government-sponsored research and reporting,
as well as in other independent research, to attempt
understanding of the very real medical consequences of
genetic variations in populations and, most important,
these categories are the basis for describing the American
population in census data that serve as an over-arching
reference on the adequacy of clinical research vis-3-vis
the majority population. Variations in ethnic and racial
categories among different studies are not necessarily
congruent, and individual studies need to be examined
for how such categories are defined, even if the seem to be
generally understood.

“The FDA specifically regulates clinical practice and clini-
cal research conducted by biomedical entities including
universities, corporations, government institutions, etc.
See FDA Regulations Relating to Good Clinical Practice
and Clinical Trials (heep://www.fda.gov/oc/gep/regula-
tions.html).
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NIH Policy for Inclusion of
Minorities in Biomedical Research

Lawrence Agodoa, M.D.

Introduction

Overcoming persistent health disparities and promoting
health forall Americans rank as our Nation’s foremost health
challenges. To overcome them, the National Institutes of
Health (NIH) is supporting and conducting a wide range
of research and secking new knowledge, strategies, and
methodologies about disease and disabilities. This new
knowledge will continue to lead to innovative diagnostics,
treatments, and preventive strategies to reduce, and
eventually eliminate, health disparities.

NIH Strategic Plan to Eliminate Health Disparities

To meet this challenge, the Department of Health and
Human Services instructed all of its agencies in 1999
to develop initiatives aimed at reducing and eventually
eliminating health disparities. In addition, each of the
Institutes and Centers (ICs) at the National Institutes
of Health was mandated to develop minority health
disparities strategic plans.

The initiatives described in each IC plan were to rep-
resent the major priorities and broad range of activities
that the NIH collectively would undertake to reduce and
ultimately eliminate health disparities. Each IC met the
challenge and came up with a minority health dispari-
ties strategic plan. All of the plans across the NIH were
coordinated by the National Center on Minority Health
and Health Disparities NCMHD), and formed the basis
for a combined comprehensive NIH Health Disparities
Strategic Plan. The plan is not merely a compilation of all
the activities of the NIH entities, but an aggregation of
primary areas of emphasis and activities conducted across
the NIH. An evolving process, the strategic plan has been
and will continue to be revised based on public com-
ments received, public health need, scientific opportuni-
ty, changes in available funds, and other factors. The plan
follows a methodological model, which presents mission,
vision, goals, objectives, and programs for reducing and
eventually eliminating health disparities.

The Strategic Plan is focused on three major goals:
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Research—to advance the understanding of the devel-
opment and progression of diseases and disabilities that
contribute to health disparities in racial and ethnic mi-
nority populations and in other populations with health
disparities, including the medically underserved, by in-
creasing and diversifying biomedical, behavioral, social
science, and health services research, as well as cultural,
linguistic, and social epidemiology research conducted
and supported by the NIH.

Research Capacity—to increase minority health and
health disparity research training, career development,
and institutional research capacity and infrastructure.

Community Outreach, Information Dissemination,
and Public Health Education—to ensure the public,
health-care professionals, and research communities are
informed and educated concerning the latest advances in
minority health and health disparities research.

Objectives—The table on page 13 summarizes the spe-
cific objectives of each of the major goals.

Initiatives have been developed to support these objectives.
All of these many initiatives cut across a variety of areas
representing a myriad of diseases, disabilities, and organiza-
tional boundaries. The initiatives represent a trans-agency
commitment to exploring and solving many of the health
disparities problems faced by disadvantaged communities.

Ensuing reaction and comments from the public in
response to the goals and objectives of the NIH strategic
plan resulted in the following major themes:

* Increase the number of health disparities populations

studied by the NIH.

* Use racially and culturally sensitive and appropriate
communication and ensure that all communications
with populations and their sub-groups that have
health disparities are sensitive to their needs and
perspectives.

* Expand the scope of scientific inquiry to include
cultural, psychological, behavioral, social, racial, and
gender-based influences on health and study access
to health care. Produce accurate “health disparities”
definitions and data.

* Improve research infrastructure at minority academic
institutions.

* Strengthen the capacity of minority communities by



Objectives of NIH Strategic Plan to Eliminate Health Disparities

RESEARCH OBJECTIVES

RESEARCH CAPACITY

OUTREACH OBJECTIVES

e Advance understanding of
the development and progression
of diseases and disabilities that
contribute to health disparities

e Develop new or improved
approaches for detecting or
diagnosing the onset or progression
of diseases and disabilities that
contribute to health disparities

e Develop new or improved
approaches for preventing or
delaying the onset or progression
of diseases and disabilities that
contribute to health disparities

e Develop new or improved
approaches for treating diseases
and disabilities that contribute to

health disparities

e In partnership with other
agencies of DHHS, advance
understanding of the multifactorial
causes of health disparities,
including non-biological bases of
disease incidence and progression

OBJECTIVES

e Increase the number of
participants in clinical trials
from racial and ethnic minority
populations and other health
disparity populations

e Expand opportunities in
research training and career
development for, and provide
research supplements to, research
investigators from racial and ethnic
minority populations and other

health disparity populations

e Increase the number of
researchers conducting health
disparities research

e Increase funding support for
construction and renovation of
research facilities across the Nation
aimed at enhancing the ability of
these institutions to conduct health
disparities research

e Provide increased funding at
institutions across the country for
resources, new equipment, and
shared equipment programs for use
in health disparities research

e Increase representation in
peer review from racial and ethnic
minority populations and other

health disparity populations

e Promote the development of
inter-institutional partnerships
between historically research
intensive and historically minority
serving institutions that seek to
build research infrastructure

e Improve research data collection
systems, and enhance data quality
regarding health disparities, and
develop uniform data systems that
facilitate strategies for the elimination

of health disparities

e In collaboration with schools
and programs of public health,
state and local health departments,
and academic health departments,
support and promote community-
based participatory research

e Provide the latest research-based
information to healthcare providers to
enhance the care provided to individuals
within racial and ethnic minority populations

and other health disparity populations

e Facilitate the incorporation of science-
based information into the curricula of
medical and allied health professions schools,
theological education institutions, public
health schools, and into continuing education
activities of health professionals

e Maintain ongoing communication
linkages and partnerships with community-
based and faith-based organizations, health
care associations, foundations and academic
institutions, and foster dialogue with racial
and ethnic minority populations and other
health disparity populations, including the

underserved

e Develop computer databases and internet
resources to disseminate current information
about scientific research and discoveries and
other activities regarding health disparities

e Develop targeted public health education
programs focused on particular disease areas in
order to reach those individuals within racial
and ethnic minority populations and other
health disparity populations who experience
health disparities within these disease areas

e Facilitate, document and disseminate
practical strategies responsive to the health
care needs, and appropriate to the cultural and
linguistic needs, of communities throughout
the United States

e Collaborate with public health and other
health oriented policy centers to translate
research findings into policy documents

that can be used by policy groups and other
stakeholders to explain new discoveries from a
policy perspective to decision makers

Increasing Minority Participation in Clinical Research
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broadening partnerships and leveraging resources
available from professional associations, health care
organizations, academic institutions, and other com-
munity members that serve minority communities.

* Distribute NIH resources equitably across all popu-
lation groups by increasing research regarding men,
American Indians and Alaska Natives, Hispanics,
and groups from Southeast Asia.

Multifactorial Basis of Health
Disparities

The causes of health disparities are posited to be multi-
factorial and hence require a coordinated and interdisci-
plinary approach to eliminate them. With the exception
of race, many of these factors apply to non-ethnic under-
served populations as well. The common denominator in
the latter case is related to low socioeconomic status and
the protean effects of poverty on health.

Although many factors contribute to overall health
disparities, and NIH is addressing several of these factors,
the following are more detailed descriptions of those that
could be dealt with by increasing minority participation
in clinical research:

Biology—Even after controlling for socioeconomic status
there seem to be factors that further influence disease
states in racial and ethnic populations. Some of this
residual effect may be biological in nature. For instance,
differences in socioeconomic status do not completely
explain the higher rates of hypertension, glaucoma, and
lupus in African Americans. “Thrifty genes” and other
predisposing genetic factors have been proposed to explain
the epidemic of obesity and diabetes in Pima Indians.
Biological differences seem responsible for different rates
of drug metabolism in various populations and may also
explain why immunosuppressive agents appear to be less
effective in African Americans.

Access and Quality of Health Care—Health care access
and quality—and information about and access to clini-
cal trials—are often substandard in the same populations
that suffer from health disparities. Lack of access may
lead to failure in disease prevention, delayed detection,
and inadequate treatment. Lack of access to clinical tri-
als contributes to an under-representation of ethnic and
racial minorities in those trials and to a lack of informa-
tion on the effects of treatments in those populations. In
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the United States, racial minorities and other groups with
health disparities suffer from barriers to medical care for
muldiple reasons, i.e., lack of insurance, unemployment,
language barriers, travel barriers, immigration status, and
issues related to culture, trust, and discrimination. The
same barriers apply in the arena of clinical trial participa-
tion. Though it is necessary to eliminate these barriers,
equalizing access will not be sufficient to eliminate health
disparities. Even in countries that have optimized and
equalized access, Britain and Finland for example, health

disparities persist and closely track socioeconomic status.

Socioeconomic Status/Education Level—There is a
large body of literature documenting the inverse associa-
tion between low socioeconomic status and good health.
Evans and Kim' examined the longitudinal relations be-
tween duration of poverty since birth, cumulative risk ex-
posure, and physiological stress in 200 13-year olds and
showed that the greater the number of years in poverty,
the more elevated was overnight cortisol and the more
dysregulated was the cardiovascular response. Similar-
ly, Delva et. al.? using cross-sectional survey data from
nationally representative samples from 1998 to 2003
showed over-representation of youth at risk of overweight
or overweight among racial and ethnic minority youth,
similar to the morbidity of overweight and obesity-relat-
ed health problems in these populations. The negative
health effects of depressed socioeconomic status are rel-
evant to many racial and ethnic minorities, as well as to
underserved white populations.

Cultural Considerations—Cultural practices often in-
volve diet and other behaviors that influence health sta-
tus. In addition, cultural factors may include alternative
methods of healing that may conflict with mainstream
medicine. Many racial and ethnic minority patients who
employ traditional methods of healing feel uncomfortable
informing non-ethnic caregivers of these modalities, which
may include pharmacologically active herbs. Increasing the
number of minority researchers and practitioners who take
part in clinical trials is one approach to increasing the ease
and comfort level of minority trial volunteers.

Policy for Inclusion of Minorities in Biomedical
Research

Within the context of health disparities, NIH and the re-
search communities it serves have long realized that racial
and ethnic minorities in the United States are significantly
disadvantaged in health and disease. However, the com-



petitive nature of obtaining support for clinical studies,
especially clinical trials, may have been a disincentive for
investigators to make special efforts to include hard-to-
reach populations and communities, especially minorities
and women, for inclusion in the study population. Realiz-
ing this negative practice, the NIH has established a policy
that would deny funding to any proposed study that does
not have an adequate inclusion plan. Some of the specifics
of the guidelines follow.

NIH Guidelines on the Inclusion of

Women and Minorities as Subjects in
Clinical Research

In March of 1994, the NIH, in response to the NIH
Revitalization Act of 1993, revised its policy on the
inclusion of women and minorities as clinical research
subjects. Since then, the NIH policy has been revised
twice as necessary for clarification. This summary is of the
current NIH policy and guidelines on the inclusion of
women and minorities in clinical research. In June 2001,
NIH adopted the definition of clinical research as:

* Patient-oriented research. Research conducted with
human subjects (or on material of human origin such
as tissues, specimens and cognitive phenomena) for
which an investigator (or colleague) directly interacts
with human subjects. Excluded from this definition
are in vitro studies that utilize human tissues that
cannot be linked to a living individual. Patient-
oriented research includes:

0 Mechanisms of human disease.
o Therapeutic interventions.
o Clinical trials.

o Development of new technologies.
* Epidemiologic and behavioral studies.
¢ Qutcomes research and health services research.

A primary aim of research is to provide scientific evidence
leading to a change in health policy or standard of care.
Decisions regarding such changes are often made at the
phase III clinical trial stage, which typically follows several
prior stages of clinical research studies. It is imperative
to determine whether the intervention or therapy being
studied affects women, men, or members of minority
groups and their subpopulations differently so that
appropriate policies may be implemented.

The NIH Revitalization Act of 1993 mandated that NIH-

supported clinical research include adequate numbers of
women and minorities to allow valid analysis of the data
for differences of effect due to sex and/or race. Under the
legislation, NIH bears responsibility for ensuring adequate
diversity in clinical research, including the following:

¢ Ensure that women and members of minorities and
their subpopulations are included in all human
subject research.

* In phase III clinical trials, ensure that sufficient
women and minorities and their subpopulations are
included such that valid analyses of differences in
intervention effect can be accomplished.

* Disallow cost as an acceptable reason for excluding
these groups.

* Initiate programs and support for outreach efforts to
recruit these groups into clinical studies.

Along with its policy, the NIH established guidelines
for clinical investigators and review panels to ensure
compliance with the new regulations. The policy requires
that sex and race be given consideration at every stage
of clinical research, and the guidelines are designed to
help those responsible for providing this consideration
determine the best mechanisms to accomplish it.

The Policy

The inclusion of women and members of minority groups
and their subpopulations must be addressed in developing
a research design appropriate to the scientific objectives of
the study. At stages prior to phase III clinical trials, NIH
guidelines state that:

* The research plan should describe the composition
of the proposed study population in terms of gender
and racial/ethnic group, and provide a rationale for
selection of such subjects. Such a plan should contain
a description of the proposed outreach programs for
recruiting women and minorities as participants.

Once the phase III clinical trial stage has been reached,
NIH guidelines are more specific, to comply with the
regulations set forth in the 1993 law. At this stage, evidence
must be reviewed to show whether clinically important
sex or race/ethnicity differences in the intervention effect
are to be expected. This evidence may include, but is
not limited to, data derived from prior animal studies,
clinical observations, metabolic studies, genetic studies,
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pharmacology studies, and observational, natural history,
epidemiology, and other relevant studies.

If the data from prior studies strongly support no
significant differences’ of clinical or public health
importance in intervention effect between subgroups,
then sex or race/ethnicity is not required as subject
selection criteria. However, the inclusion of sex or racial/
ethnic subgroups is still strongly encouraged.

There are two instances in which phase III clinical trials
are required to be designed to study sex or race/ethnicity
differences:

e If the data from prior studies strongly indicate the
existence of significant differences of clinical or
public health importance in intervention effect
among subgroups (gender and/or racial/ethnic
subgroups), the primary question(s) to be addressed
by the proposed phase III trial, and the design of
that trial, must specifically accommodate this. For
example, if men and women are thought to respond
differently to an intervention, then the phase III trial
must be designed to answer two separate primary
questions, one for men and the other for women,

with adequate sample size for each.

* If the data from prior studies neither strongly support
nor strongly negate the existence of significant
differences of clinical or public health importance
in intervention effect between subgroups, then the
phase III trial will be required to include sufficient
and appropriate entry of gender and racial/ethnic
subgroups, so that valid analysis® of the intervention
effect in subgroups can be performed. However, the
trial will not be required to provide high statistical

power for each subgroup.

1
For purposes of this policy, a “significant difference” is a
difference that is of clinical or public health importance,

based on substantial scientific data.

*The term “valid analysis” means an unbiased assessment.
Such an assessment will, on average, yield the correct es-
timate of the difference in outcomes between two groups
of subjects. Valid analysis can and should be conducted for
both small and large studies. A valid analysis does not need

to have a high statistical power for detecting a stated effect.

Cost is not an acceptable reason to exclude women and
minorities from clinical trials. NIH funding components
do not award any grant, cooperative agreement or
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contract, or support any intramural project, which does
not comply with this policy. Investigators are required to
report annually on enrollment of women and men, and
on the race and ethnicity of research participants.

The Guidelines

Guidelines were established for all participants, including
NIH staff, principal investigators, peer review groups,
and institutional review boards (IRBs).

Guidelines for Regulators

NIH staff is required to provide educational opportunities
for investigators concerning the policy; to monitor
its implementation during the development, review,
award, and conduct of research; and to manage the NIH
research portfolio to comply with the policy. Institute/
Center directors and the director of the NIH are required
to approve any exceptions to the policy.

Initial peer review groups are required to incorporate all
of the following into their final evaluations of proposals:

* Evaluation of the proposed research plan for the in-
clusion of minorities and both genders for appropri-
ate representation.

* Justification for limited representation or exclusion.

* Adequacy of clinical trial design to measure differ-
ences when warranted.

* Plans for outreach/recruitment of trial participants.

IRBs are required to consider and evaluate the imple-
mentation of the policy and guidelines in the context of
human subjects protection and FDA regulations.

Guidelines for Researchers

The guidelines for investigators emphasize not only a
rigorous analysis of any correlation between sex or race/
ethnicity and their area of research, but also the need to
establish strong relationships with the community in
order to maintain a diverse volunteer population. The
following is taken directly from the NIH guidelines:

Principal investigators should assess the theoretical and/
or scientific linkages between gender, race/ethnicity,
and their topic of study. Following this assessment, the
principal investigator and the applicant institution will
address the policy in each application and proposal,
providing the required information on inclusion of
women and minorities and their subpopulations in



research projects, and any required justifications for
exceptions to the policy. Depending on the purpose of
the study, NIH recognizes that a single study may not
include all minority groups.

Investigators and their staff(s) are urged to develop
appropriate and culturally sensitive outreach programs
and activities commensurate with the goals of the
study. The objective should be to actively recruit the
most diverse study population consistent with the
purposes of the research project. Indeed, the

purpose should be to establish a relationship between
the investigator(s) and stafl(s) and populations and
community(ies) of interest such that mutual benefit is
derived for participants in the study. Investigator(s) and
staff(s) should take precautionary measures to ensure
that ethical concerns are clearly noted, such that there
is minimal possibility of coercion or undue influence
in the incentives or rewards offered in recruiting
into or retaining participants in studies. It is also the
responsibility of the IRBs to address these ethical
concerns. Furthermore, while the statute focuses on
recruitment outreach, NIH staff underscore the need
to appropriately retain participants in clinical studies,
and thus, the outreach programs and activities should
address both recruitment and retention.

To assist investigators and potential study partici-
pants, NIH staff have prepared a notebook, “NIH
Outreach Notebook on the Inclusion of Women
and Minorities in Biomedical and Behavioral Re-
search.” The notebook addresses both recruitment
and retention of women and minorities in clinical
studies, provides relevant references and case studies,
and discusses ethical issues. It is not intended as a
definitive text on this subject, but should assist in-
vestigators in their consideration of an appropriate
plan for recruiting and retaining participants in clini-
cal studies.

Determining Race and Ethnicity

In 2001, NIH updated its categories defining race and eth-
nicity to follow those outlined in the Office of Management
and Budget (OMB) Directive No. 15. NIH makes clear
that these categories are not ideal in the gathering and inter-
preting of scientific data with the following statement: The
categories in this classification are social-political con-
structs and should not be interpreted as anthropological
in nature. Nonetheless, NIH uses these categories because

they were standardized in this directive to allow easy com-
parison of data collected across federal agencies and in na-
tional health databases. NIH intends that investigators use
the racial and ethnic categories in OMB Directive No. 15
as basic guidance, while remaining cognizant of the distinc-
tion based on cultural heritage.

A minority group is a readily identifiable subset of the
U.S. population that is distinguished by racial, ethnic,
and/or cultural heritage. Minority groups include:

* American Indian or Alaskan Native: A person having
origins in any of the original peoples of North
America, and who maintains cultural identification
through tribal affiliation or community recognition.

* Asian or Pacific Islander: A person having origins in
any of the original peoples of the Far East, Southeast
Asia, the Indian subcontinent, or the Pacific Islands.
This area includes, for example, China, India, Japan,
Korea, the Philippine Islands and Samoa.

* Black, not of Hispanic Origin: A person having ori-
gins in any of the black racial groups of Africa.

* Hispanic: A person of Mexican, Puerto Rican, Cu-
ban, Central or South American or other Spanish
culture or origin, regardless of race.

Each minority group contains subpopulations that are
delimited by geographic origins, national origins, and/
or cultural differences. It is recognized that there are
different ways of defining and reporting racial and ethnic
population and subpopulation data. The assignation of
an individual to a population group depends upon self-
reporting of specific racial and ethnic origin. Attention to
subpopulations also applies to individuals of mixed racial
and/or ethnic parentage. Researchers should be cognizant
of the possibility that these racial/ethnic combinations
may have biomedical and/or cultural implications related
to the scientific question under study.

NIH recognizes both the diversity of the U.S. popula-
tion and that changing demographics are reflected in the
changing racial and ethnic composition of the population.
The terms “minority groups” and “minority subpopula-
tions” are meant to be inclusive, rather than exclusive, of
differing racial and ethnic categories. The majority group
is defined as white, not of Hispanic Origin: A person

having origins in any of the original peoples of Europe,
North Africa, or the Middle East.

Increasing Minority Participation in Clinical Research



Discussion

The issues of designing significantly diverse clinical
research studies are vast and varied and are often specific
to the stage of research. Those considerations are also
outside the scope of this document, which is focused
on outlining recommendations for improving the
recruitment and retention of minorities in clinical trials
in order to support the goal of adequate data collection
to determine effectiveness of treatments, interventions,
and diagnoses in minority populations. As a result, this
discussion will center on this specific concern to the
exclusion of other considerations in the design and review

of clinical research proposals.

The NIH’s definition of clinical research was broadened
to include all biomedical and behavioral research involv-
ing human subjects. This broad definition addresses the
need to obtain data about minorities and both sexes early
in the research process, providing valuable information
for designing clinical trials to include adequate represen-
tation of population subsets when warranted. Investiga-
tors in early stages of clinical research are requested to
consider the types of information concerning sex and mi-
nority groups that will be required when designing future
phase III clinical trials, and to try to obtain it in their
carlier stages of research involving human subjects.

Although the inclusion of minority subpopulations in
research is a complex and challenging issue, it is nonethe-
less necessary in order to collect data on subpopulations
where knowledge gaps exist. Researchers must consider
the inclusion of subpopulations in all stages of research
design. In meeting this objective, they should be aware
of concurrent research that includes specific subpopula-
tions and consider potential collaborations that may re-
sult in complementary subpopulation data. A complex
issue arises over how broad or narrow the division into
different subgroups should be, given the purpose of the
research. Emphasis should be placed on including sub-
populations in which the disease manifests itself or the
intervention operates in an appreciably different way.

An important concern is the appropriate representation
of minority groups in research, especially in geographical
locations that may have limited numbers of racial/ethnic
population groups available for study. The investigator
must consider this in terms of the purpose of the research
and other factors, such as the size of the study, relevant
characteristics of the disease, disorder or condition, and
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the feasibility of establishing a collaboration, consortium,
or some other arrangement to include minority groups. A
justification is required if representation is limited.

NIH interprets the statute in a manner that leads to feasi-
ble and real improvements in the representation of differ-
ent racial/ethnic groups in research and places emphasis
on research in those subpopulations disproportionately
affected by certain diseases or disorders.
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United States Food
and Drug Administration:
Current and Proposed Roles

G. Alexander Fleming, M.D.

As the federal agency responsible for regulating therapeutic
research and marketed health products, the U.S. Food
and Drug Administration (FDA) has the lead role in
encouraging and verifying the collection of ethnic data
from clinical trials and other investigations. One of FDA’s
core missions is to ensure that drugs and other health
products are used appropriately in all people for whom
the products are indicated. Translating demographic data
from therapeutic trials into product labeling and other
resources that improve the safety and efficacy of drugs in
any relevant population subgroup is part of that mission.

The influence of gender on drug responses has received
considerable FDA attention as an important demographic
factor and has prompted multiple actions by the Agency.
FDA has recognized the importance of ethnic subgroups
for clinical therapeutics in its 2005 guidance on the
collection of race and ethnicity data, but has not taken
any further steps to encourage the collection and use of
these data. The existence of this document may give the
impression that FDA has dealt comprehensively with the
role of ethnic and racial data in therapeutic development
and clinical therapeutics. However, this guidance is little
more than a suggestion for how racial and ethnic data
should be categorized. It does not attempt to set out any
definition or principles for establishing the composition of
an adequately diverse clinical trial. The following wording
is taken directly from the published document:

This guidance does not address the level of participation
of racial and ethnic groups in clinical trials. For
questions related to the level of participation or the
size of a study sponsors should consult with the review
division prior to the start of a study.

As in any FDA guidance, the racial and ethnic guidance
stresses that it “represents FDA’s current thinking on this
topic. It does not create or confer any rights for or on any
person and does not operate to bind FDA or the public.
An alternative approach may be used if such approach

satisfies the requirements of the applicable statutes and
regulations.” It is further stated that:

FDA’s guidance documents, including this guidance,
do not establish legally enforceable responsibilities.
Instead, guidances describe the Agency’s current
thinking on a topic and should be viewed only as
recommendations, unless specific regulatory or stat-
utory requirements are cited. The use of the word
should in Agency guidances means that something is
suggested or recommended, but not required.

Although pharmaceutical companies and contract re-
search organizations (CROs) take FDA guidances seri-
ously, these documents have limited impact compared to
regulations. Guidances are important tools for advanc-
ing the practice of therapeutic development because they
can be put in place much quicker than can regulations or
laws. A guidance is often an intermediate step in devel-
oping a regulation. FDA has been able to effect substan-
tial changes with the guidance mechanism. The benefits
of using racial and ethnic data in the development and
clinical use of therapies can be realized by a more spe-
cific update of or successor to the current guidance. A
longer-term goal would be to develop a comprehensive
regulation that replaces the first regulation to specify the
analysis of population subsets, which became effective in
1985. This regulation, now found under 21 CFR 314.50,
calls for evidence to support the dosage and administra-
tion section of the drug product labeling, including sup-
port for the dosage and dose interval recommended and
modifications for specific subgroups (e.g., pediatrics, ge-
riatrics, patients with renal failure). This regulation could
be updated to integrate appropriate standards for other
subgroups including gender, racial and ethnic, and others
based on easily identifiable phenotypes.

The ultimate aim of therapeutic evaluation and clinical
practice is to apply the most appropriate means available for
optimizing the selection of a treatment and its dosing for
the individual. This will be a rapidly evolving proposition
as technologies improve for relating pharmacologic
responses to increasingly smaller segments of genomic
DNA. However, for the foreseeable future, the field of
pharmacogenomics will not supplant the value of data
from racial, ethnic, and other easily identified phenotypes
for individualizing the selection and dosing of medications.
The appropriate legislation, in order to be durable, should
mandate the general requirements and make room for the
details to be based on the evolving science.
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FDA has a leading responsibility in the following areas as part
of the effort to maximize the health and economic values of
determining differences in response to treatment across racial
and ethnic groups.

Imé)roving Guidance to Industry
and Investigators

The current FDA guidance has two major deficiencies,
which are in effect acknowledged in the document. First,
the guidance does not provide any information that
would help industry and investigators understand what
representation of racial and ethnic subgroups within a
development program would be adequate for analytical
and regulatory purposes. Though the relevant clinical,
biostatistical, and basic science considerations are complex,
all stakeholders will benefit from understanding the general
principles and expectations that are applied by FDA. The
Agency will also benefit from reducing the inefficiency and
inconsistency entailed in placing the burden on each of its
16 review divisions to customize a set of requirements for
each sponsor, as is prescribed in the current guidance.

The current guidance recommends a racial and ethnic clas-
sification system that has no scientific or clinical basis. These
groups are defined on the basis of sociologic and lingual at-
tributes and therefore cannot be expected to be predictive
of biologic response. With the help of experts, FDA should
develop a practical means of identifying racial and ethnic
identity based on an appropriate classification system. A
decimal coding system analogous to the approach used to
classify adverse events could be devised for use in both the
clinical care and clinical trial settings. Such a system could
encompass other important phenotypic attributes such as
gender, age strata, or organ function impairment. Such a
systematic and numerical approach would facilitate collec-
tion and meta-analyses of large amounts of data. Complex
interactions among these different attributes could thereby
be detected in correlating pharmacologic responses with
genetic make up. This approach would provide correlative
responses from a cohort that is most like a given individ-
ual. Because such a system would affect a large number of
government agencies within and outside the Public Health
Service and a number of other stakeholder organizations,

this should be a broad-based effort.

Facilitating the Acquisition of Racial
and Ethnic Data

Setting targets by FDA for racial and ethnic representation
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in clinical trials will not alone suffice to achieve these goals.
The Agency can promote collection of these data by help-
ing industry to develop standardized approaches to be used
by all parties involved in the clinical trial process. It can
encourage, and to some extent support, the training of mi-
nority investigators who are more likely to recruit members
of racial and ethnic groups into their trials. FDA could also
provide incentives for going beyond a minimal standard in
collecting and utilizing such data. Existing legislation pro-
vides for additional market exclusivity for orphan drug in-
dications and pediatric data. Congress could allow FDA to
provide similar incentives to pharmaceutical companies for
substantial improvement in the understanding of race or
ethnicity as a determinant in the response to a given drug.
The Agency could also award exclusivity for an indication
confined to a specific racial or ethnic group. The isosorbide
dinitrate-hydralazine combination drug product, BiDil
(NitroMed) was approved by the FDA in 2006 for self-
described African Americans with heart failure. This was
FDA’s first racial-specific indication approval. Providing ex-
clusivity on this basis will encourage other such indications
to follow and thereby address unmet clinical need.

Advancing the Value of Racial and
Ethnic Data

FDA can take the lead in developing standard data man-
agement and analytical approaches for use by all sponsors.
Coupled with a standardized and robust classification system,
these analytical approaches will enable sponsors to maximize
the value of databoth within and across trials in a therapeutic
development program. FDA is in a unique position to analyze
racial and ethnic data from multiple drugs within and across
related therapeutic classes, which could uncover predictors of
response that would not otherwise be possible.

Education and Encouragement of Health
Care Professionals and Consumers

Consistent with one of its core missions, the FDA can im-
prove knowledge among prescribers and other health care
professionals about how to use the results of racial and eth-
nic data from clinical trials to better individualize therapies
for their patients. This educational effort should not occur
in isolation, but should be part of an integrated approach to
individualizing therapy to the full extent possible using all
relevant subgroup data. FDA can, likewise, help to inform
patients about the importance of understanding that consti-
tutional makeup, including ethnic and racial background,
can make a difference in their responses to medications.



The Community Perspective

Naomi Bitow, M.PH., Deborah Prothrow-Stith, M.D.,
and Brian K. Gibbs, Ph.D., M.PA., OTR/L

Introduction

The elimination of racial/ethnic disparities in health
status and health care, major goals of Healthy People 2010,
poses great challenges. Certain subsets of the population
experience wide disparities in access to health services,
outcomes of health care, and higher relative risk of poor
health than the population as a whole. At the same time,
demographic shifts are occurring in the United States that
will result in these populations becoming the majority
within the twenty-first century.!

Addressing factors that endanger the health of minority
populations will demand broad strategic efforts directed
at improving public and provider education, prevention
of violence and common diseases, research on diseases
that disproportionately affect minorities, and policy and
environmental changes that facilitate healthy living for
all our citizens. Progress in public health can arise only
through mutually respectful, reciprocal relationships
among rescarchers, community members, and policy
makers.

Public health endeavors must be approached with the
input and support of those who will be affected. In other
words, “communities must be involved as partners in the
design, implementation, and evaluation of interventions.
The best intervention results have been achieved when
people who benefit from interventions work closely
with researchers and public health practitioners... A

partnership between [researchers and communities] offers
the best chance to bridge the divide.”* - %83 (p-5-6)

There are many sources of disparities in health status
between minorities and non-minorities, all of which
contribute to the overall discrepancy in disease prevalence.
Some commonly discussed reasons for disparities are a lack
of access to health services and a difference in the quality
of treatment within the health care system. However,
another less well considered source of discrepancies in
health status, specifically at the level of disease prevalence,
is a difference in response to therapeutic interventions by
different subpopulations. The concept of these differences

is relatively new and is only well studied for certain
treatments, the most widely publicized of which may
be the response of African American patients to BiDil'.
For the most part there is a dearth of race- and ethnicity-
specific information from clinical trials examining the
effects of drugs or interventions. In other words, minority
populations have not been adequately studied to determine
whether treatments and interventions are more or less

effective for them than for Caucasian populations.

To accurately evaluate the response of minority popula-
tions to treatments under development, there must be
adequate representation of these populations in clinical
trials. This requires that minorities be informed of clini-
cal trials available to them and invited to participate. It
also requires that they be willing and able to participate.
Although studies have shown that minorities are largely
willing to participate in clinical trials—especially when
invited by their own physicians—many barriers exist in
both the communication of opportunities to minority
communities and in the ability of minority individuals
to participate. Tearing down both sets of barriers requires
community outreach and cultural activism. (See Appen-
dix I for the personal experience of an academic research-
er and Appendix II for a description of common impedi-
ments and best practices for addressing them.)

The Importance of Outreach Programs
and Activities in Reducing Healt
Disparities

Cultural activism is a form of political action practiced
by many grassroots groups to transform communities
around social issues. Cultural activism gives a voice to
people. It is a strategy for social change and liberation,
gaining political power, and building political unity.
Cultural activism develops a community by connecting
diverse people, and converts community members from
spectators to activists. The civil rights movement, the
struggles for women’s rights, and the fight against AIDS
are examples of organizing to facilitate social change
and to reduce health disparities. Using a community’s
culture to promote healthy lifestyles and behaviors
can be a powerful tool for building and empowering
that community. The creation and reaffirmation of
community culture can advance grassroots organizing for
reducing health disparities. Identifying shared history is a
way of building community solidarity. The crisis in health
disparities is a potentially unifying phenomenon that can
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link seemingly separate issues and peoples. How will
people imagine a society that transcends racism, sexism,
and class? Social transformation means rethinking these
relations.?

A Community Model: Cherishing Our
Hearts and Souls (Roxbury, Mass.)

Although much has been written about the existence
and causes of health disparities, very little progress has
been made in devising and implementing public health
programs that are actually able to reduce those disparities.
Cherishing Our Hearts and Souls Coalition (COHS)
is a community-based initiative in Roxbury, Mass., a
neighborhood representing 8% of Boston residents and
with a large minority population. 2000 census data from
Roxbury reflected 51.5% black (non-Hispanic), 25.5%
Hispanic, 15% white, and 4.5% Asian. Roxbury’s residents
fare worse in many health issues than do Bostonians overall
or even black Bostonians, who as a group fare worse than
white Bostonians. That is to say, there is a high level of
disparity in health and health care in Roxbury compared to
that found in nearby neighborhoods. COHS is addressing
these disparities in Roxbury.

COHS is an exciting partnership of academics, individ-
ual residents, and community organizations. It works on
disparities in health and health care through social trans-
formation* and building social capital within communi-
ties—Roxbury being one of them. The theoretical basis
of COHS is the understanding and addressing of racism
as a necessary strategy for reducing health disparities, and
appreciating the lessons learned from successful contem-
porary social transformation models. COHS focuses on
the African American population of Roxbury to identify
specific explanations for disparities in their health status.

In collaboration with community-based organizations,
health centers, activists, educators, schools, and youth
service programs, COHS works with the Harvard School
of Public Health’s Program to Eliminate Health Dis-
parities (HSPH/PEHD) to infuse public health practice
and education with the knowledge, strategies, and en-
ergy found in historically successful social movements,
including the civil rights movement, union organizing,
the international women’s movement, and environmen-
tal justice. Through the principles of community-based
participatory research (CBPR), COHS is committed to
transforming the health status of the residents of Rox-
bury and the nation.
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COHS consists of four clusters:
1) Anti-Racism Cluster.
2) Clinical Care and Research Cluster.
3) Health Promotion Cluster.
4) Youth Cluster.

Coalition members view each of these as a significant
area for improving the health and health care experiences
of residents and the health care professionals who serve
Roxbury. HSPH provides assistance to each cluster,
ensures coordination and integration of overall COHS-
related goals and activities, maintains the COHS database,
sets bimonthly COHS coalition meetings, serves as the
COHS point of contact, leverages coalition-building
resources in the pursuit of private foundation or federal
funding opportunities, and coordinates community
trainings and information dissemination activities.

To translate public health research into practice, COHS
relies on the Clinical Care and Research Cluster (CCRC)
for direction. CCRC’s mission is to improve Roxbury
residents’ access to community-based research opportunities
and information about high-quality clinical care, to
increase the number of people of color who participate
in clinical trials and pursue careers in health care, and to
ensure that community perspectives are represented in
emerging health policy, health-disparities research, and
training opportunities. This mission is based on a belief
that the health care community must be responsive to
system, institutional, interpersonal, and individual factors
that contribute to health disparities. These include but
are not limited to the lack of resources and funding for
outreach, the inadequacy of hospital interpreter services,
poorly addressed issues related to immigration, and
differential treatment, racism, and feelings of mistrust in
clinical settings, including in clinical research settings.

The CCRC has been instrumental in contributing to
the establishment of the Roxbury Community Research
Advisory Board (CRAB), which consists of community
leaders and residents whose goal is to improve community
understanding of, and responsiveness to, community-
based and clinical research. The mission of the CRAB is to
connect Roxbury residents to the Harvard School of Public
Health in a mutually beneficial effort to increase knowledge
and promote understanding about how community-based
participatory research can help eliminate disparities in
health and health care, thereby improving the health and
well-being of people of color and the poor.



The CCRC has also contributed to several clinical-care,
research, and training initiatives. In 2003, the Center for
Healthy Options and Innovative Community Empower-
ment (CHOICE), an NIH-NCMHD EXPORT Center,
was established, in part to create the foundation of an im-
portant prospective cohort study of hypertension in two
predominantly African American populations, one rural
and the other urban. CHOICE, a 4-year research, out-
reach, and training initiative, is a partnership of the Har-
vard School of Public Health, Florida A & M University,
Gadsden County, Florida, and the Cherishing Our Hearts
and Souls of Roxbury. In 2005, the W.K. Kellogg Founda-
tion awarded funding to COHS to conduct training ses-
sions for Roxbury residents and providers and patients of
Roxbury neighborhood health centers. These sessions ad-
dressed the relationship between heart disease and racism
with the goal of developing new strategies for prevention.
In February 2006, COHS received a 3-year award from
Education Network to Advance Clinical Trails (ENAC-
CT) to establish Breaking Ir Down: Our Health Our Way.
With this grant, COHS/Roxbury became one of three na-
tional pilot educational program sites selected to identify,
implement, and validate innovative approaches to cancer
clinical trials education, outreach, and recruitment to im-
prove outcomes for all. Both the Roxbury CRAB and the
Breaking It Down: Our Health Our Way initiatives include
training on social justice, the ethics of research involving
cancer, and attention to other health disparities.

Lessons Learned

1. Activism on the part of knowledgeable professionals
can help to inspire and empower a community.
* Don't shy away from your role as a partner—share,
share, share, and keep coming back to the table—
even when it’s tough.

2. Longevity and accountability within professional com-
munity partnerships can restore faith and hope.
* Professional leadership is not enough—community
activism is essential to social transformation.
» Stay involved or be clear about the limitations of your
involvement.

3. Successful social transformation models provide evidence
of the possibility for change and strategies to model.
* Find your hope in a community’s prior successes—
listen, listen, listen.

4. An asset-based approach to partnership uses everyone’s
strengths.

* Never stop looking for the resources others bring to
the table.

* Always seek a partner to help you analyze and act on
your findings.

5. Strategies outside of public health are essential to success.
* Learn the history (and the language if you can), read
the newspapers and listen, listen, listen.

6. Building an infrastructure for community participation
enhances sustainability.
* Career development and training for partners should
be part of your formal goals.

7. Creative out-of-the-box thinking is essential.

* Accept that outsiders cannot fully understand com-
munity dynamics—though this is not an excuse for
staying uninvolved.

* Speak about white privilege and recognize that privi-
lege is continually operating to some degree, creating
power imbalance.

8. The research process can be used to mobilize and
advocate for change.
* Aim for accurate race/ethnicity data collection.
* Acknowledge the diversity within racial and ethnic
groups.
* Examine the role of racism in diminishing the health
of entire populations.

Recommendations from the
Community Perspective

Recommendation 1—~Minority Health Care Profes-
sional Recruitment and Retention. Assist in the racial and
ethnic diversification of the health workforce pipeline
for the local community by initiating new, and supple-
menting existing, after-school/weekend junior-high and
high-school math and science programs that incorporate
an understanding of nutrition and teach the principles
of a “healthy lifestyle” important to disease prevention.
Co-sponsor tutoring and mentoring programs between
public school systems, undergraduate, graduate, and
professional degree programs, health care, public health,
and business communities. Sponsor health career fairs
or institutes and identify new, or supplement existing,
minority health or health disparities fellowship training
programs. These programs will increase the likelihood of
recruiting the diverse health care workforce so essential to
the success of clinical research endeavors.

Increasing Minority Participation in Clinical Research



24

Recommendation 2—Promote Responsive Data Collection
and Reporting on Race and Ethnicity. Establish and support a
local area data-collection work group on race and ethnicity
composed of data users, state and local health departments,
and collectors of federal data (i.e., funeral directors, hospitals,
nursing homes, and census bureaus), local practitioners,
health-system administrators, academic training institutions,
community leaders, and elected officials. More specifically,
encourage and support the collection of race and ethnicity
data among its funded programs, maintain annual profiles
and reports on racial and ethnic disparities in health and
health care at the individual provider and systems level, and
advocate for and support data collection, reporting, and
tracking by race and ethnicity across the region and state.
We propose that these efforts, which are underway in most
states, be extended to collecting data regarding ethnicity in
clinical trial participation.

Recommendation 3—Eszablish Community-wide Dis-
parities Work Groups. Support the development and
institutionalization of a special community council/
partnership to 1) assist in the building of a community
infrastructure to recruit, retain, and grow an academic,
professional, and provider community, 2) establish a
directory of minority health care providers, and 3) con-
vene and co-sponsor community partnerships involving
minority health providers, elected officials, professional
associations, and local business community and other
community stakeholders.

The Endocrine Society is in a strong position to encourage
its clinician members to both take part in clinical trials and
encourage their patients to volunteer for them. Furthermore,
the Society can nurture interactions among its clinical
scientistsand its physicians in practice to encourage education
on the needs of clinical research. Although the Society has its
strengths, it alone cannot address the community or industry
concerns with diversification. Therefore, in addition to
the improvements recommended for federal agencies and
pharmaceutical companies, we endorse the creation and
funding of a long-term and sustainable health disparities
movement that is multicultural, multi-issue, and based
on a set of broad social determinants of health, including
education, employment, and housing.
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The Endocrine Society’s
Recommendations for Increasing
Minority Involvement

in Clinical Research

Recommendations for all stakeholders

® We recommend a consensus conference be held by NIH, or
another appropriate agency, that comprises representatives
from all stakeholder groups including, but not limited to,
the NIH, the FDA, pharmaceutical companies/CROs,
academic institutions, health-management organizations,
community health networks, and community leaders, to
discuss and form a plan to address the following issues:

o It is critical to undertake a collaborative effort by
NIH, the pharmaceutical industry, and academic
institutions to expand the mandate of current
programs to include resources for the development of a
nationwide network of minority physician researchers
and patient volunteers. We envision a national
consortium sponsored by NIH (with support from
the pharmaceutical industry) and hosted by academic
institutions across the country. This consortium
would provide training, mentoring, startup funds,
and opportunities to participate in ongoing trials.
Examples of alterations to existing mechanisms
already funded by NIH that could lead to achieving
these goals include, but are not limited to:

1) Centers of Excellence in cancer, diabetes, and
cardiovascular disease research could be supplemented
to support community outreach programs that recruit
and train diverse community-based practices.

2) Supplements could be provided to support
collaboration between these Centers of Excellence
and historically black medical institutions.

3) Granting mechanisms that support meeting
requests by the Agency for Healthcare Research and
Quality could be used to train minority researchers
in good clinical research practices.

4) Clinical fellowship training programs could
carry supplements to support interactions between
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physician scientists based at academic institutions
and physicians practicing in community centers.

5) Small Business Innovation Research grants could be
provided to expand the number of contract research
organizations that recruit and train physicians from
diverse sites.

o The definitions in the Office of Management and
Budget (OMB) Directive No. 15 (currently used by
the NIH and the FDA) should be reviewed and revised
to provide guidance on more appropriate and relevant
ethnicity categorization so that information gathered
will be scientifically sound and easily compared across
federal agencies and from study to study.

o Agreement must be reached on satisfactory param-
eters that provide for appropriate minority repre-
sentation in a study. Parameters of inclusion might
reasonably consist of current or projected population
demographics, based on the epidemiology of the
disease of interest. Parameters of inclusion should
take into account disproportionate representation
of disease in a given population and the number of
patients from each affected subpopulation required
to generate statistically significant data. Additional
considerations might include the patent life of the
drug in the context of projected demographics.

0 We need to consider the potential value of funding
meta-analyses of existing safety and eficacy data for
race and sex.

Recommendations for Congress

We encourage Congress to take the following steps in

the order indicated:

e Establish and/or empower an Office of Minority
Health within the Office of the FDA Commissioner,
with a monitoring authority analogous to the Office of
Women’s Health established in 1994 to oversee chang-
es suggested for the FDA (see below).

o Dass legislation requiring clinical trials to include
women and minorities for FDA approval of drugs,
similar to legislation passed in 1993 requiring the
inclusion of these groups in NIH-funded trials.

e Provide incentives such as tax breaks or patent
extensions for companies that adhere to FDA guidances
on inclusion of minorities in clinical trials and/or



undertake additional trials. This mechanism has been
used successfully to help companies undertake studies
in pediatric populations.

Recommendations for FDA

e Establishing the validity of safety and efficacy data
for women and minorities as appropriate should be a
requirement for the approval of new drug applications

and investigative new drug applications.

o The FDA should consider immediate adoption of
NIH guidelines on the inclusion of women and mi-
nority populations, as outlined in the NIH Policy on
the Inclusion of Women and Minorities as Subjects
in Clinical Research, most recently amended in Oc-
tober 2001.

0 The FDA should then require rather than recommend
adherence to its own guidelines. This requirement
should be phased in over a period of time sufficient
for CROs and pharmaceutical companies to build
and access the resources needed to comply. During
the transition, incentives such as those described
above should be applied to companies meeting
inclusion requirements.

0 The FDA should analyze data on minority participation
comparing participation rates for phases I through IV
clinical trials. This analysis should include past studies
to the extent possible and future studies based on
parameters determined at the consensus conference.
A complete analysis that includes the number of
patients invited to participate, the number of patients
failing the screen, the number consenting, the number
enrolled, and the number retained would be helpful to
future planning efforts.

sponsored by pharmaceutical agencies and universities.
Specifically, it is important to have a registry of
minority community practices from which individual
investigators and researchers at academic institutions,
CROs, and pharmaceutical companies could easily and
efficiently recruit volunteers.

Establish mentorship programs between academic
institutions and community-based practices that are
interested and willing to perform clinical research or to
refer their patients to clinical trials. The mentoring can
be for providers who want to learn good clinical research
practices or those who want to facilitate their patients
joining the trials. As an example, Baylor, Harvard,
and Washington University in St. Louis are building
such a research consortium and are maintaining such a
registry of patients.

Create and fund Community Research Advisory
Boards at appropriate sites. These would be mandated
to promote community-based participatory research
by 1) facilitating communication between investigators
and patients on the impediments to research
participation at that site, 2) providing communication
and feedback among the various stakeholders, 3)
providing community oversight so that participants
feel safe, and 4) allowing the community and its leaders
to become positive process participants.

Increase the pipeline by developing programs at
medical schools aimed at increasing the enrollment
and matriculation of diverse medical students as
appropriate for the projected population changes over
the next 30 years.

Medical schools should offer training in good clinical
research practice and cultural competencies to all
trainees and staff members who may directly or
peripherally engage in clinical research.

Recommendations for NIH (as funding
agency) and academic institutions (as
implementer)

o Adopt mechanisms such as the Department of Defense
Small Business Innovation Research program that
would encourage entrepreneurs to establish CROs
and/or limited liability corporations (LLCs) dedicated
to recruiting diverse physicians and study populations.

e Establish and maintain the infrastructure required for
minority practitioners to participate in research studies
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Appendix I

Personal Experience of Rhonda Bentley-
Lewis, M.B.A., M.D.

Dr. Bentley-Lewis has participated in clinical research
on several levels, from research coordinator to principal
investigator, and has faced challenges at all of these levels.
The following is her informal summary of some of her
experiences.
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Distrust of “the system” of clinical research is a powerful
deterrent to participation in clinical research by underrep-
resented minorities, particularly African Americans, given
this country’s history. As a research coordinator, although
we were not targeting minority populations, I faced chal-
lenges from potential African American volunteers who
were suspicious of clinical research. One volunteer di-
rectly questioned my motives and expressed concern that
I would “say anything” to secure her study participation.
She believed and expressed (in other words) that I knew
the study was harmful but, because my allegiance was to
the study and not to her individually, I was charged to
solicit her participation. I know that this questioning and
these concerns resulted from a deep level of distrust.

Beyond distrust, another factor limiting participation
is physical access to the studies. If one does learn of a
research study, transportation to the location may pose a
challenge, due cither to distance or to the unavailability
of public transportation from the person’s home. In
addition, some of these populations are served largely
by community centers not active in clinical research;
consequently, these patients do not learn of the research
opportunities.

Anothersignificant barrier is the amount of remuneration.
I have been limited (as are most researchers in academic
settings, I believe) by the IRB in what I can offer
volunteers in return for research participation. I appreciate
that this is a valid restriction based on concerns about
coercion. However, I have heard from several of my
potential volunteers that the amount I offer in return
for their research participation does not allow them to
recover child care expenses or wages lost during that day.
(Obtaining child care and taking time from work are
additional challenges for some.) I realize that one cannot
provide differential remuneration based on ethnicity

or an expressed individual financial need; however, in

Increasing Minority Participation in Clinical Research

my studies I reimburse for reasonable transportation
expenses and try to work around work schedules. I have
also considered the question of child care and whether the
child can accompany the volunteer to the visit. Usually,
this is an impractical option.

What are some possible solutions? I have developed
specific activities targeted at the recruitment of African
Americans. I have given presentations at churches and
other African American community groups on diabetes
prevention and management. During my presentation, I
have not actually discussed my studies, but I have made
flyers available on display tables. ’'m not sure if discussing
the study would dilute my message but I didnt want to
confuse my intention to educate the group on good health
practices with a “sales pitch.” I also intend to post flyers
in barbershops and Laundromats. Although I've mailed
some flyers, I need to find time to get there personally
because I think that will have a greater impact. I continue
to seek out new resources and community alliances to

facilitate my recruitment efforts.



Appendix II

Summary of Impediments and
Best Practices: ENDO 06 Program
Information

Academic Researcher: Neer

Pharmaceutical Researcher: No

NIH-funded: Yes

Disease/Condition Studied: Menopause

Grantor: NIH

Populations Sought: Black, African American, or Carib-
bean; Latina; Japanese or Japanese American; Chinese or
Chinese American; self-described as white

Type of Community Involvement: Local medical prac-
tices, minority community leaders, and politicians

Perceived Recruitment Problems: Local demographics
not conducive to diverse study population, community
practitioners suspicious of losing patients to academic
research centers, lack of community trust for research and
researchers, incomplete voting lists prevented effective
sampling by this method, unlisted telephone numbers
prevented effective sampling by this method, religious
and cultural difficuldies.

Solutions: Used minority PR firm to design radio, bill-
board, and shopping center advertising in minority neigh-
borhoods, used community television, recruited research
assistants who were people of color, forged community
coalitions.
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Academic Researcher: Auchus

Pharmaceutical Researcher: No

NIH-funded: No, foundation funded
Disease/Condition Studied: Coronary heart disease;
biological differences among blacks, Hispanics, and whites
emerged as an issue due to appropriate study design and

successful recruitment efforts.
Grantor: Donald W. Reynolds Foundation
Populations Sought: Caucasian, African Americans

Type of Community Involvement: Civic and religious
leaders, an in-house ethics committee, a community
advisory board led to successful collaboration between

the academic center and the community.

Perceived Recruitment Problems: Lack of health knowl-

edge (untreated diabetes and misperceptions about hy-

pertension), difficulty recruiting African American men.

Solutions: Inventive procedures for community-based
interventions (medical students into local barbershops,

etc.), worked closely with a community advisory board.
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Academic Researcher: Gibbs

Pharmaceutical Researcher: No

NIH-funded: Yes

Disease/Condition Studied: Reduce cardiovascular
disease and other chronic health conditions in African
Americans, eliminate disparities in minority health care.
Grantor: NIH

Minority Populations Sought: African American
community

Type of Community Involvement: Community-Based
Participatory Research (CBPR)

Perceived Recruitment Problems: Lack of knowledge
about clinical research, lack of health insurance, fear and
lack of trust for research and researchers, language and
literacy, and time constraints in the African American

community.

Solutions: Community-based approach to engaging the
community to practice self-determination with respect to
their health care needs, to create real incentives, and to

allay fears.
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Academic Researcher: Thaler

Pharmaceutical Researcher: No

NIH-funded: N/A

Disease/Condition Studied: Patient education/awareness
Grantor: N/A; non-profit organization

Minority Populations Sought: Diverse populations
Type of Community Involvement: This non-profit
organization educates public, patients, medical/research
communities, media, and policy makers about clinical

research participation.

Perceived Recruitment Problems: Lack of pre-educa-
tion leads to clinical trial dropout rate of 25%, distrust
in research/ers by the minority and general community,
a preponderance of Caucasian research investigators lead-

ing to less participation by diverse volunteers, groups
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most under-represented in clinical research are those least
likely to have access to the internet—only 45% of Afri-

can Americans and 38% of people with disabilities.

Solutions: Education awareness days, community part-

nerships, brochures, and local advertising.
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Academic Researcher: Ramsey

Pharmaceutical Researcher: Ramsey

NIH-funded: Some studies

Disease/ Condition Studied: HIV/AIDS

Grantors: NIH and pharmaceutical companies
Minority Populations Sought: Persons with HIV/AIDS;
minorities, particularly African American women.

Type of community Involvement: N/A

Perceived Recruitment problems: Despite being in a
diverse area of Boston, it is difficult to get patients who
can't afford the drug after the trial ends.

Solutions: Expanded access policy that provides the drug to

volunteers who can't afford to purchase it after the trial ends.
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Academic Researcher: No

Pharmaceutical Researcher: Judith Johnson/pharma-
covigilance for Genzyme and previous experience in
CROs

NIH-funded: N/A

Disease/Condition Studied: Safety review of all Gen-
zyme drugs

Grantor: Corporate funding, FDA regulated

Minority Populations Sought: African Americans, Lati-
nos, Asian Americans

Type of Community Involvement: Education of health
care providers

Perceived Recruitment Problems: Difficulty in recruit-
ing sites run by minority physicians who are trained to
do clinical research and sites run by minority or majority

physicians in urban areas with diverse patients.

Solutions: Training new sites, targeting patient educa-

tion and recruitment programs to the communities sur-
rounding these sites.
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Academic Researcher: Moses (previously at Harvard)
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Pharmaceutical Researcher: Moses (currently at Novo
Nordisk, Inc.)

NIH-funded: N/A

Disease/Condition Studied: Diabetes

Grantor: Corporate funding, FDA regulated

Minority Populations Sought: African Americans, Lati-
nos, Asian Americans

Type of Community Involvement: Fund education of
health care providers

Perceived Recruitment Problems: European companies
have difficulty recruiting minority patients to their early
studies.

Solutions: Identifying and training new sites in diverse
areas.
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Summary Notes
Stephanie B. Kutler, Associate Director, Government &
Professional Affairs, The Endocrine Society

Two over-arching trends in the information

1) There is a great distrust of researchers (and clinical
research) by minority groups and referring physicians.

a. Referring physicians (of all races) fear that they
will lose their patients if they [their patients]
enroll in a clinical trial.

b. Majority of researchers are Caucasian.

c.  Not enough involvement of the community as
a conduit to the minority groups by
researchers.

2) Lack of education about clinical research and its
benefits:

a. Referring physicians are not aware of the trials.

b. Incomplete voting lists and a high % of
unlisted numbers.

c.  One of the main sources of information on
clinical trials is the Internet, and a high
percentage of minority groups do not
have access to it.

d. Darticipants feel more like guinea pigs than
someone doing something good for
the community, particularly when access to the
drug ends with the trial.

e. Not enough pre-education to help potential
participants understand the process and the
benefits of the research.
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